FLC-treated or untreated infected flies (P < 0.0001). As POSA is a cell-associated drug, we are conducting C. auris phagocytosis assays with Drosophila hemocytes that are co-incubated or not with POSA.
3
; P < 0.001). Cell enlargement, reduced cell wall mannan, and increased chitin were highly correlated with survival to MFG and CAS exposure (P < 0.001). Comparison of the drug-exposed yeast cell population before and after co-incubation with macrophage found an increased proportion of viable cells and cells with a large diameter (≥7 µM) remained un-phagocytized, indicating strong phagocytic preference for small, nonviable yeast cells. Background. Echinocandins are the first-line treatment for C. glabrata; however, echinocandin resistance is increasingly reported. Acquired FKS-mediated echinocandin resistance has been associated with the upregulation of chitin synthesis and attenuated fitness and virulence in C. albicans; however, conflicting data are reported in C. glabrata. Here, the influence of FKS mutations on fitness, virulence, morphology, and cell wall chitin was assessed among clinical strains of C. glabrata.
Conclusion
Methods. Three sets of isogenic paired strains consisting of an index-WT and persistent-FKS mutant (S663P), two un-paired FKS mutant strains (S663F and S629P), and a WT reference strain (CBS138) were included. Growth kinetics were measured over 24 hours in 96-well microplate containing liquid RPMI. After overnight growth in RPMI and staining with a chitin-specific fluorescent marker, morphology, and chitin were assessed at the single-cell level utilizing high-content imaging technique. Virulence was evaluated in Galleria mellonella larvae by injecting 10 7 cells/larvae. Mortality was assessed daily for 5 days.
Results. Significant differences in growth kinetics, frequency of morphologic phenotypes within the cell populations (nonbudding, single-bud, multiple-buds), and virulence were observed between strains obtained from different patients (P < 0.05 for each). However, no difference was observed between paired index-WT and persistent-FKS S663P mutants. Compared with index-WT and the CBS138 reference strain, FKS mutant isolates (S663P, S629P, and S663F) had significantly elevated cell wall chitin content (P < 0.05). Neither chitin content, the presence of an FKS mutation, nor in vitro growth characteristics were found to be associated with virulence. Virulence was strongly correlated with the frequency of multi-bud cells within the population however, with 5-day post-injection survival rates of 4% vs. 28% for high-frequency (>12% multi-bud cells) and low-frequency strains, respectively (P < 0.001).
Conclusion. Acquired FKS-mediated echinocandin resistance induced significant alterations in cell wall chitin content but was not observed to attenuate fitness or virulence. 
